


e

~, :
“':001326'/ VA7 SR

v 0017125
JUL ¥ s

e T0: Pt
ta SUBJECT: Requast for a Tolerance of 0.1 ppn for 2-(dimethylanine)-5, 6~
SENUVE dhisethyl-d-pyrimidinyd dimethylcarbarate and fts two major
) matabolites 5,G-dimethy]-2—(formy]nethylamino)-A— yrimidinyl
dirzcthylcartemate and 5.G-dimethy]-2-(methy]aminog-4—pyrim1diny]
dimethylcarbarate in or on potatoes. -

pesticide Petition HCH

. Establish Tolerance C. ) - .

_Recormendation:
petitioner:

Chemica} Hame:

h”f

5 Corsion iame:

:7‘_ .. .

P

rp Code Kumber:

& ~

a v Related Petitions:

Established Tolerances:

5F1603~

1CI:United States Inc.

2-(d1methy1amino)—5.G-dinnthy]-4—pyr1m1diny1
dimethylcarbarate

pPirimicarb

PP 0G2

fione

tone -

Fermulation: i Pirimor 50 VP
fcti¥z_Ingredient
ii 50% 2-(d1methylam1na)-5.6~d1mcthy1—4-pyrim1diny1._ '
= dimethylcarbamate R
Insvt Ingredicnt
- ‘
;:-—:;
&,
;3
e !
Use: Control anhids on potatoes

Application Rate:

Application Froquency:
Application Hethod: Ground spray.

e 3 e e o b § e - W

*¢leared under 40 CFR 160.1001(d).
w#*cleared under 49 CFR 160.1001(c).

4 to 8 ozs. per acre

7 to 10 days or as nceded.




Chemical Structures:

’ . CH3
2 L
CH: _ ”“ Ogiy(CH3)Z
M N
-

N(CH3), L

2-(d1methy1am1no)-5.6-d1methy1-4-pyr1m1diny] .
dimethylcarbamate

N N | L
\Q::;f//l°" '\§'\.

0HC-N CH3

(Metabolite) 5,6-dime%hy]-2-(formy]methy]am1no)-4-pyriminy]
diméthylcarbamate -

NHCH

3
(Metabolite) 5,6-dimethy]-2-(methy]amino)—4—pyr1midiny] dimethyl-
) carbamate _ -
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Page :3 is not included in this copy.

Pages through are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredient§
Sales or other commercial/financial information
A draft product label

The product confidential statement of formula
Information about a pending registration action
FIFRA registration data

The document is a duplicate of page(s)

x Identity of product impurities

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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The following toxicity data were submitted earlier under EPA file
number 1C132-T. )

studies made with Technical Grade Materfal

Acute:

Oral pat (female) - Wss _ 147 ma/kg
Cral touse (Female) LOq 107 mq/kg
Oral bog LDgg 100-200 mg/kg
Intraperitoneal Rat - Lbgp 25 mg/kg

Oral Rats (following storage of material at 37°€)

0 storane time ) Lhgg 168 mg/kg
3 ros storage time - Wgg 165 no/kg
6 mos storage time LD50 221 mg/kg

Skin Irritation Rabbit - not irritating with 25% soln.

Eye Irritation Rabbit - not drritating with 1 drop 50 mg/ml. .
~Dermal Rats - LDgg >500 mg/ké ’

Heurotoxicity Hens - 25 mg/ kg caqied no neurotoxic symptcms.

Oral Rats - 10 day study - 50 mu/kg shewed no toxic signs but
. had slowed growth rate and slight depression.

--f
Dermal Rabbits - 14 days - 500 mg/kg no toxic signs
Subacute:

Inhalation Rats - 3 wks actual exposure gave an LC5 of 300'mg/m3
500 mg/kg total. This study did not fnclude a ChE getermination.

Inhalation Rats - 3 wks saturated vapour (C.4 mg/m3- 0.04 ppm) at
roon temperature revealed no toxic effects and produced no signifi-
cant plasma or RBC ChE depression.

Studies made with 50% W.P. Formulation
Acute: '
Oral Rats (female) -~ LDgp 396 mg/kg

skin Irritation Rabbit - £0% paste mildly irritating (nraize)
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Eye Irritation Rabbit - 0.1 @1 of 100 ma/ml was slightly irritating
' (braize) : : :

Inhalation Rats - 20 g/rm3 no toxic symptons with 40% plasma ChL
depression and nof significant REC-ChE depression.

The following toxicity data were submitted in this petition in support
of the tolerance on potatoes.

Acute Rat Oral LD5q(Tech) Imperial Chemical Industries 11/67

The test material was 1dent1f1ed as PPOG2. The report number was
1HR/224. N

Groups of six ferale rats were tested at different levels during three
different thaes a day, 1.e.: 9:00 AH., 5:00 P.il. and overnight fast.

Results: 9:00 Al Lbsg = 210 rg/ka

5:00 P.bM. LYgg = 147 ma/kg

Fasted LDgg = 63 ma/kg

- : . L. N e e v a8
Guinea Piq Sensitization : o

. flank skin.

The test materials were {dentificd-as Pirimicarb (2-dimcthylamino-5,
6-direthylpyrimidin-4-y1 direthylcarbarate and Pirimor (JF2532-507% dis-
persible powder of piriicart). Both materials were prepared for testing
as solutions in dimethylforwanice. - P

Each material was applied as a 10%‘w/v solution to both ears of four
male gquinea pigs for throe days. Four days later, the animals were chal- = :° .
lenged by applying 10k, 1% and 0.1% w/v solutions ia Diif to the shaved

Results:  Pirimor produced no response. Pirimicarb produced trace of
erythema,

tloither test matorial s judged to be a sensftizer.

Acute Rabbit Eye Irritation (Tech) £/10/73

The test raterials were identified as technica].grade pirimicarb
(PP062: 2-dimethylomino 5,6-dimethylpyrinidin-4-yl direthylcarbamate) and
a 505 of powder formulation of PPOG2 (JF2538)*,
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One drop of the test material was placed in the conjunctival sac
of the left eye of six rabbits. Eyes were not washed. Scoring was by

L the Drafze scale.

Results: The technical material produced mild {rritation. The 50%
formulation produced slight irritation.

Operation Cxperience During Formulation

%g At the early stages of formulation of pirimicarb, as either a 50%

Pt wettable powder or as.a 50% dispersible grain, reduction in plasma and
=2 erythrocyte cholinesterase activities was observed in some operators.

- At anbient temperatures (20-30°C), these cffects were produced by exposure .
& to dusts containing pirimicarb. At elevated tomperatures (eg 65°C) inhi-

= bition arose after inhalation of pirimicarb vapour. The hazards were

o) successfully contained by plant rodifications and it is concluded that piri-

micarb can Le formulated safely provided that adequate standards of
personal hygiene and of plant design and maintenance are observed.
~— . . .
Pirimicarb-induced cholinesterase inhibition in operators occurred

T within hours of exposure, particularly in plasma. However, in all instances -
: enzyme activities showed complete, and-usually rapid, recovery on cessation

of exposure to pirimicarb and no longer-term toxicological effects have

been noticed amongst the operators involved. .

Al
Pt
¢
+

#a

el
. Mice Dominant Lethal (Téch) Inveresk Research International ) X

‘e,

~ The test material was {dentified as compound PPQG2 and the dilutent

THERT TNGREDITHT T3
—— .

Five groups of 15 male mice of proven fertility were treated {mmediately
before test mating hegan in the following ways:

Group 1 10 ml. kg body weight/day by gastric

intubation !or 5 days.,

Group 2 10 g Pros2 in MMM ¥o body weight/day by
gastric intubation for 5 days.

- Group 3 20 mg PPO62 1n_kg body weight/day by
gastric intubation for 5 days.

BEST AVAILABLE £0Y |
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Group 4  156fg cthylmethanesulphonate in water/ko body
welght by intraperitoncol {njection once, on the
day bafore test mating. :

Group 5 100 mg ethylmethanesu]phdnate in distflled vater/kg
body weight/day by gastric {ntubation for 5 days.

Groups 4 and 5 wcre positive control groups: the ethyliethane-
sulphonate was diluted frmediately before use with glass distilled vater
to give concentrations of 15 mg/nl {Group 4) and 10 mg/ml (Group §).

After treatment, two virgin fermles were introduced to cach treated
male. After seven days, the males were transfered to fresh cages and
mated with 2 second batch of virgin female mice. This process was repeated
until the treated male mice had been mated for eight wecks. The female
mice were killed 13 days after the assuned date of fertilization.

bservations and tests for effects included mortality, number of live
fiplantations, early deaths, late deaths, nunber corpora lutea graviditalis,
male body weights and nunber of pregnancys.

Results: Hb mutagenic effects could be detected in the results of this c f:V”
study. The positive control animals did exhibit_a mutagenic effect. . .

This material does not display mutagenic act191ty up to the highest
fed level of 20 mg/ku/day for 5 days.

90 Day kat Oral (Tech) - Tiperial Chemiéa] Industries 7/68 v

The test material va$ identified as PPOGZ.

outline of Investigation

jturber of test animals

Group TTale Femafe - Dose level of PP.062
1 o5 25 Lone :
11 25 25 25 mafka per 05
I11 25 25 0.025% in diet (25Cppm)
v a5 25 0.075% in diet(750ppm)

Five of each sex from cach group were continued for an additional 23 days
past the 90 day test period. :

Ghservations and tests for effects fucluded rortality, food consuinp-
tion and weekly body weights. The following hematology studies were con-
ducted on five rats of each sex on day O and day 90: :

BEST AVAILABLE COPY
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dosing.
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colon . '
salivany gland

-mesenterie Tymph node
Caecum braip

ung Pancraag 11

Resylts. Seven rats
of repeated cannulation.
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test animals wera Comparabie
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to the contro?

Y &nd pathoIogy of tha
animals,
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Plasma ChE act vity among ¢y, male
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T Year Rat Feegjgg.(Tech) Imperial
al was {dentified as pir

" The test wateri

Y (LIS

Forty-eight Wistar derived
and 750 pon.

Observations and tests for
pody weights, food cunSumption,l

. of each sex from each group 8

hasoglobin conc.

PoY .

rean corpuscular diame
reticulocyte count

’ 'prothrombin jndex at 104 wecks,
of each sox fron the

from six rats

rats were used par 1

effacts $ncluded behavi

Chemical Industries 3/72.

imicarb (PPOG2). Report Ko.

ovel of 0. 250, 500

or.[mria11ty.‘A
eratoloqy as 14sted below from six rats
, 26, 5Z, 76, 91 and 104 week;. e /

platelet count
differential WiC
ter e

ReC
arCc and plaswa Chr activity were determined
0 and 750 ppn Jevels at the {ntervals
in cholinesterase activity at ternina~

of 0, 6, 12, 18 and 24 ronths and bra
. tion of the study. Terninal observations consisted of the microscopic
examination of the following tissues:- . .. i
salivavy qland pancreas
thyroid spleen
thyrus storach
heart - dundenur
jungs x Jejunum
iver jleun
adrenals . caecun
kidneys colon S o e
gonads epididymus S
uterus seminal vessicles :
prosiate urinary bladder -

abnoraal 1y=phnodes.

1n addition,
rats in cach group.
heart and spleen were

The 500 and 750pp

PResults:
a reduction in

inhibition,

] recuction in splecn weight.
findings which were considerc

the brain and S¢
The weights of the 1iver,

also rocorded.

n level ferales exhi
overall food consur:ption and
«hibited a significant

food conversion factor. Tne 750ppm TCE
The other varareters {nvasti

inal cord viere cxapdned from 252 of the
kidneys, adrerals, 1ungs.

bited a body weight gain
an increase in the

nated produced
d to be within norma1-bio1ogica1 yariations.

1 o MRS
S L MR
1 e s T
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maa The no effect level is 250 ppm. .
' 80 Week Hice Carcinogenic - ICI United States Inc. 7778V
terial tested was jdentified as pirimicarb (PPO£2; 2-dimethyl-4,

The ma
jcarbomate) with a purity of 97.3%.

5-d1methypyrim1d1n~6—y] dimothy
mice of each sex of the Alderlay Park
300 and 15CO ppm. ‘ :

ody weight,
ination of

.Fifty specific pathoaen Free
- strain were used per level of 0,

s for effects included rortablity, b

Qbservations and test
smnormalities and histological exam

food consumption, clinical al
the following {ssues:

salivary gland pancreas
thyroid spleen
thymus stomach
heart duodenum
- ~ lungs Jejunum
1iver {leum : . : e e
adrenal caccum . PR
kidney colon '
gonad uterus
epidiynis urinary bladder
seminal vessicles voluntary muscle
prostate 7 abnorinal tissues

‘pesults: Slight pody weight gain {nhibition was evident among both sex

at the 1500 ppi Jevel, The histological examinatfon did not show any -
{ncrease in tumor forsnation among the test animals.

nog Feeding - Imperial Chemical Industries ) 9/68

PPOG2 (5,s-dmethy‘.-z-d,smethymﬁno-

60 Pay
The material tested wasiidentified as

4-dimethy1carbamoy]oxypyr1m1d1nd.

ach sex were tested per level of 9, 4, 10 and 25 mg/kg/da:‘

tinued for an additfonal 2& days undosed.

c]uded'morta11ty, tody weights,
dog at 0 and 90 days

Four beagles of ¢
Half the dogs were con

Observations and tosts for effects in
clinical studies as 1isted Lelow from each

Teucocyte count

hemoglobin

pcy platelets

HMeHE clotting function
mean cell diameter - blood glucose
reticulocytes blood urea

bona marrou cytology
plasma alkaline phosphatase

3P -
urine analysis




and RBC and plasma ChE activity from four.dogs from cach group once 2 week.--
for five weeks prior to dosing and then at weeks 1, 2,
14. The blood samples were taken one hour after administration of the

dose.

Terminal studies consist

ing organs:

heart
Tiver
kidneys
testis
lungs

ed of brain Cht activity, weights of the follow-

and microscopic examination of the following tissues:

001326
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4, 6, 8, 10, 12 and L

adrenals
spleen
thyroid
brain

pituitary thymus’
salivary gland heart
thyroid Tungs .
. aorta liver - .
- stomach spleen
duodenum bone marvow ‘
jejunum kidney
{1eun bladder.
colon “adrenal
Tymph nodes . testis
ovary - epididynus
, uierus " brain -
N spinal cord sciatic nerve
Results: Slight inhibition of plasma ChE activity was evident at the REERh

10 mg/kg level and marked inhibition at the 25 mg/kg Jevel. Delayed red
t a1l dose levels with three animals showing
megaloblastic ancmia. The presence of {miature red cells in tie hone
rarrov of all treated dogs suajest that anerria would have accurred in rore
doys if sreatment had been continued. Complete recovery from ancmia and -
partial recovery from the bong marrow atmormality folloved cessation of

call maturation s evident a

dosing.

no effect level is less
90 Day Pog Fecding - Industrial Hygiene Research Lab 1/69

These data werc presented in roport number 1R/248. The test
material was {dentified as PPOOZ. ' .

than 4 mg/kg/day.
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The testing outline 1s as follows:

Dose of PPO62 Ho. of animdls =
. Group per day - - bLuration Male Female ;wvu',_ffz,
st e 1 Hone ~ 90 days 4 4
o 11 0.4 mg/kg body weight 90 days 4 4
111 1.8 mg/kg body weight 90 days 4 4
1v 4.0 ;g/kg body weight 180 days 4 4

Cbservations and tests for effects include mortality, body weight,
hermoglobin, PCV, MCHC, MCD, reticulocyte, platelets clotting function,
- serum iron, bone marrow cytology, ChE activity at the 4.0 mg/kg and brain -
ChE activity at the 4.0 mg/kg. : - : : o

Terminal studies consisted of the organ to body weight ratio of the -
Tiver, spleen, kidneys, adrenals, testes, heart, thyroid, brain and Tung,
and a microscopic examination of the Tung, liver, spleen, kidneys, bladder,
epididymis, pituitary, 1ymph node, uterus, thymus, thyroid, parathyroid
and marmary gland. .

Results: The occurrence of megaloblasts were unremarkable at the 0.4 mg/kg,
' insignificantly increased at 1.8 mo/kg and significantly increased at |
< " the 470 mg/kg/day level. Ho anemia was reported. R

Gther areas/of”{;;;;;;ahtion vere, uniremarkable. The no effect level
s 1.8 mg/kg/day (S4ppm). -/ﬂilf(“”” -~ -
. N R .n_‘:_',i’, -
. . - 2 Year Dog Feeding—=—Industrial Hygiene Research Lab - 12/711 7
R ~ .
L “ These data were presented in report number HO/IH/R/337. The material
: tested was identified as PP062. , . . e

cle?

Fouf younq beagle dogs of each sex werc tested per level of'O, 0.4,
1.8 and 4.0 mg/kg.

Observations and tests for effects included mortality, body weights,
and the foliowing heratoloay at 0, 3, 6, 9, 1Z, 15, 18, 21 and 24 months:

hemoglobin differential

FCY vican cell diameter
MCHC platelets

Hne RBS sedimentation rate:

bone marrow cytology was conducted at 0, 6, 12, 16, 20 and 24 ronths. The
following biochemistry at 0, 3, 6, 9, 12, 15, 18, 21 and 24 months:

glucose urea
alkaline phosphatase sodiun
potassium BSP retention

BEST ATAILABLE COFY | 12
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urinalysis at three rmonth fntervals, G activity at three wonth intervals .
and electroc>vdiography at thre2 month intervals. Terrinal studies included - .0-
: the absolute welahts of the heart, 1iver, spleen, kidneys, adrenals, 7
"3 thyroids, testis, epididwds, lungs and brain, and microscopic examfration =~
of the following tissues:

‘pituitary scfatic ncrve

y salivary gland ileum
. v Tiver _ colon :

R ' spleen - bladder - . e
et T pancreas " - gonad - - S ST
o ) kidneys ’ thyroldd - = - A .

adrenals thyrus
stomach lung
duodenuny heart
Jejunun aorta

voluntary ruscle

Pesults: The only adverse finding was a slight increase in the nyeloid-
eryth£91d ratio as rcported by the testing lakoratery.

- SN UL TR
- -

- The no effect level 1s 1.3 mg/kg. I St F?@

Three Gereration Rat Recroduction Study™ Industrial Hygicne Research 12[7]”4

These data were prosented in report nueber HO/1I/R/332. The material
tested was identified asPP0GZ.

Y Twelve rales and tyenty-four feralcs were tested per level of 0, .~ . = T '

250 and 750 pom. o ey e gt

[ BEST AVAILABLE GOPY
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The testing outline is as follows:

FQ sacrificed after Fib Titter
mated at
105 days remated after
10 day rest period ‘
i | o g
F]a
autopsied at 21 days 1.
F1b sacrificed after Fb litter
1214 + 24F per level . ’
matdd at 100 days of age remated after R
) 10 day rest period
% =
. an ° )
autopsied at 21 days = Vo
Fab , )

121 + 12F per level
mated at 100 days of a5 ) remated after
- 10 day rest period

//

e

F3&
autopsied at 35 days

g
N

F3b Ten of each sex from each gqroup
were examined h1stopatholog1cg1]y _
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production parameters at 750 ppn.
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Observations and tests for effects inc¢luded mortality, body :
weight gain, food consumption, behavior, number of pregnancies, Titter
size, sex. pup weight fertility index, st111births and pup abnormalities.

Results - Body weight inhibition was noted among the 75C ppn males and
females of the Fyb and Fob parents. These sape rats alse showed a re-

duced food consumption level.

The data resulting from the other paraneters vere found to be within
acceptable limits. Thus, no adverse effects were producted in the re-

PO

Teratoaenic Study in Rabbits ' 7/74

These data were contained §n report number HO/CTL/P/115. The
test materfal was identified as PPO62.

Sixteen prognant female Dutch rabbits were tested per level of

-0, 1.25, 2.5, and 5.0 mo/kg. The animals were dosed from day 1 to day
28 fnclusive. The inert suspendium medium was On day

29, the does were killed by air embolisn.

Observations and tests for effects included rortality, body weights,
early resorption sites,, late resorption sites, pup viability, pup
veight, sex, skeletal abrormalities and internal cxamination of the
pups. ) .

- )
Results - A significant dmount of body weight gain {nhibition was evident
at the 5.0 mg/kg level. There was also-a slight reduction in fetal weights.
at the 5.C ma/kg level. to fetal abnormalities were reported.

Dog and Rat lietabolism Study - Industrial Hygicne Res. Lab. 9/71

These data were presented in report number KO/1H/R/322.

Part 1

Two beagle dogs were given a gelatin capsule containing pirimicarb
(110 rg) and [nuclear-14C] pirinicarb (4.5pCi? another two beagle dogs
were given pirimicarb (110 mg) and [carbonyl- AC] pirimicarb (3.5uC1)
as a solution in corn oil. Excreta were collected at 24 hour intervals

for four days.

Part 11

Ten male rats were given 48 ma/kg of pirimicarb and [nuclear 14C]
pirimicarb (1.0uC{) by stomach tube as a solution in water containing
10% ethanol. The 24 hour corbined urine sarple was retafned.

e papn gl AR aanty
Ciey antiand W00 | 15
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Part 1II.

: A)  The biliary excretion of orally administered [nuclear -.1401
pirinicarb (0.37uCi:100 mg) was studied in two male rats with a cannu-
lated bile duct. Dfle was collected at 24 and 43 hours. '

B) The billary excretion of 2-dimethylanino-4,5-dinethyl-6-
hydroxcy—LZ-]4C]-pyr1midine (0.28uC{) was studied.

Part»lv

The anticholinertcrase activity was peasured in rats adninistered .
cv s+ orally 80 mg/kg pirimicard and [carbony1-14C] pirimicarb (0.8uCi). Urine = : .=
~7 ¢ was collected at 24 hours and was compared to a urine sample taken 24
S hours post treatment. »

Part V
The half-life of pirinicarb was determined in rats by neasurinﬁ

the rate of cexcretion of 14¢0p given [carbony]—]AC] pirimicarb (1uC{)
both by stomach tube and by intraperitoneal injection.

Results - Approximately 867 and 947 of the fédioactivity from the X ,;,JVT-_
[nucTear ]4C] pirimicarb was recovered {n the urine and feces-over four S

days.

Hith [carboayl ]4C] pirimicarb, 267 and 14% of the radioactivity
was recovered frem the uripe and feces over four days.

o The half-11fe of piFinicarb in rats was 3-6 hours irrespective cf
“+ae* the route of administration. - .

After oral administration of [nuclear 14¢] pirimicarh, 8.3% was -
excreted in the Lile in 24 hours. ,

The metabolic pathway of pirimicarb in the dog and rat are essentially
similar. The four major metabolites are:

1) 2-dimethylanine-4,5-dinothyl-6-hydroxypyrinidine

N(CH),

ISR A
erena
PR

e
e — e *
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2) 2-methylamino-4,5-dimethyl-6-lydroxypyrimidine
' CH,

.u3c %\W— oH

Q-H
) Clis
3) 2-amino-4,5-dimethyl-6-hydroxypyrimidine

CH3

H3C — lI" OH

Hoxy _/,H
q-u
. H .
4) Z-methylamino—4-hydroxymethy1-5~methy1-6-@ydroxypyrim1dine
CH3

oH A '

H,C -'/ X OH
P u\’/n
t-l
CH

The cholinesterase inhibition of some metabolites showed that the
most potent inhibitor is pirfiicarb 1tself.

-

Absorption and Excretion of FPOC2 by Rats | S/BB

These data were presented in report number IHR/239. The materials
tosted wore identified as 2[14C]-dimethylamino-4,5-dimethyl pyrimidinyl
dimethyl carbamate (Inuclear-11C1PP062), specific activity 3.54 mc/m,
and 2-dimethylamino-2,5 dimethyl pyrinidinyl dimethyl [14C] carbamate
([carbonyl-13C]PPOG2), specific activity 2.3 nC/ml.

Adult male Yistor rats were intubated with 0.19 g (2,24C) of
nucicar-14C PPOG2 or 0.22 rg (7uC) of carkonyl-14C PPOE2. Another rat
received an intraperitoneal injection of [carbonyl- 1c) rPOG2.

The collected urine was immedfalely frozen. The expired afr_was -
scrubted with 2H-lalll for at least 24 hours for d?ﬁcrminat1on of 14C07. .
The tissues from two of the animals fod [nuclear-!4C] PPOG2 were removed - -
and the residual radicactivity determined.
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test material was rapidly absorbed by and excreted from
ministration. With the [carbonyl-14cIPPO62,
was excreted in the expired air as 14CCp 16% 1n
the urine and 1-2% in the feces in 48 hours. #ith the [nuclear-14C1

- ppOG2, about S8% and 3.57 of the label was excreted in the urine and
feces respectively in 43 hours.

Results - Th
the body after oral ad
about 775 of the label

o significant retention of radioactivity was detected 1n tissues.

_hccumulation Study In Rats - Industrial Hygiene Res. Lab. 1/72
{}H/P/S~ The material

c.
14¢1-pirimicarb orally in corn
imals were given the vehicle

were k{illed after 24 hours
The remaining animals were
4 hourly intervals until all

are contained in report number HO
rb labeled with

These data
tosted was fdentified as pirimica

Light female rats were aiven {2-
o1l (50 mg/kgs €.25uCi). Two control an
only. Two of the test and both controls
. and portions of abdcminal fat removed.
redosed and the procedure repeated at 2
the animals had been killed.

' ResuTts - The values of the label fo
ground. It is concluded that there
or any of its metabolities in fat.

und were oniy just ahove the back-
is ro accumulation of p1r1m1cnrb

o

totabolite Toxicity

hcute Rat Oral LD5p - R3IABEH* . female = 50-100 ng/kg

Acute Rat Oral LDsg - R3483G** female = 200-400 mg/kg

Acute Rat Cral LDgg - R31805%%* female = £00-16G0 mg/kg

Acute Rat Oral LDgp ~ R3JBCERAwE fomale = 2000-2500 mg/kg

Acute Rat Oral LDsg - R3163002 fomale >2500 mG/kg

Acute Rat Cral LDgg - R35140% female 79 mg/kg

1) 2-anino-5,6-dimethyl-4-hydroxy-pyrinidine

£) 2-am1no—5,6—d1mcthy]-pyr1mid1ne-4-y1 dimethylcarbamate

* 2-fon1y1methy1amino~5.G-dimethy]pyr1mid1n—4-y] dimethylcarbamate
(plant)

bkl 2—mehty1amino—5,6~d1methy1pyr1mid1n-4-y1 dimethylcarbomate {plant) .

il 2~d1methy1am1no-4.S-dimethyl~6—hydroxpyr1m1dine (plant and animal)

hbaddd Z-dimethylam1no-4.5-d1methy]-6~hydroxypyfim1dine (plant and animal)

= Industrial Hygiena Res. Lab. 8/31/7

He/IH/T/543,  The test
1-formamidopyrimidin-4-y1
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14 Day Rat Intubation - R34885

Those data are contained in report mmber
material was identificd as 5, 6-dimethyl-2-mcthy
dimethylcarbamate (a plant motabolfte)
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Ten rats of each sex were given 25 mg/kg/day for 5 days/wk for
"2 weeks., Propylene glycol was the vehicle. :

Observations and Tests for effects included mortality, body

. weights, food consumption and determination of ChE activity 24 hours
after the last dose. Terminal studies included the following
hematology:

Hemoglobin Roticulocytes
pPCvV - vaG

HoNne nlatelets
1MCD : differential

liowell Jolly Bodies prothrombin
Kaolin-Cephalin

and the micrascopic examination of the following tissues from four rats
of each sex:

kidney duodenum

T1iver JaJunum
stomach {leum
: testis ovary
~ "epididymis uterus

Results - no significant adverse effects were reported. The NEL is
equal to or greater than 25 mg/kg/day .- .

14 Day Rat Intubation ~ R34836 - Industrial Hygfene Res. Lab. &/3V/71 ~

These data were prégentcd in report number L0/14/T/CA2. The plant
metabolite vas identified as 5,6-dimethyl-2-methylamino-pyrimidin-4-
y1 dimethylcarbamate :

Ten rats of cach sex were dosed with a level of 100 mg/kg of the -
plant metabolite for 5 days per week for two wecks. The vehicle used
was propylene glycol. .

Observations and Tusts for effects included mortality, body weight
and ChE activity. Terminal studies included the following hematology:

hemoglobin : Ll

PCy difforential

1CHIC nlatelets

Men lloviell Jolly Lodies
reticulocytes prothrombin -

kaolincephalin

and the microscopic examination of the following tissues from four rats
of each sex:

- 21
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- . kidney ~ lurg
A : 1iver thymus
’ spleen salivary gland
adrenal pancreas
heart bladdar
. stomach Jejunum
et duodenum ileun
Co testis ovary -
PP epididymis uterus '

Results - The ferale plasma Cht activity vas inhibited by 25%. The
female hygggﬂ;gmig aneriz roported by the investigating labsratory is
considered & gray area by this reviewer. Leticulocytosis is evident
arong the males. The testing Jaboratory alse reported {ncreased
hemopoietic activity in the spleen (no supportive data provided).

TION 18 NOT INCLUDED

i)

pased on the gencral finding by the testing lahoratory, the no

= effect level nust be considercd as less than 100 mg/kg/day.

' ~ Inpurityfata 7 ia
- . R

By, Acute Rat Oral Lipg - RAZGEGH** o 155 ng/kq

ekt Acute Nat Cral LDug - R32a6* *> £00-1020 ma/kq

= Acute Hat Cral LD5g - RI31GU** ~800 ma/kg

gi»_»' - . i . o _ ) ’

e .

Acute Rat Oral

Chemfcal ' L5 nazkg
Guanidine 1105
Hethyl guanidine sulphate 1105
pimethyl guanidine hydrochloride 1445

Conclusisn - These toxicity data show no carcinorenic actlvity or

« _ teratogenic activity at the highest fed levels aof 1500 ppm and 5.0 mg/kg -
respectively., The two ycar rat and cog no effect levels are 250 pprt-
and 1.8 ma/kg/day respectively. The reproductive facilitics of rats
during a three generation cycle were unaffected. :
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Gased on the two year HEL in dogs of.1.8
human 1s 1.0 mgfkgdriThe proposed use on pota

residue ofOudpp will not exceed the ADI.

! Uco‘ .t[ "ﬂ

pobert D. Coberly, Biologist
Tox1cology Branch
Reg!s;ratjon Division -

.cc: Dranch Reading File

FCoberly:boa
Initial 0.E. Paynter
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ma/kg, the ADI for a 60 kg
toes and the resulting




